Background: Acute myocardial infarction (AMI) is associated with greater utilization of healthcare resources and financial expenditure. Objectives: To evaluate temporal trends in healthcare resource utilization and costs following AMI throughout 2003-2015.
Introduction
Survivors of acute myocardial infarction (AMI) continue to be at greater risk and utilize more healthcare resources, resulting in increased economic burden [1] [2] [3] . Moreover, expenditure throughout the first year following an AMI seems to be exceptionally high, estimated between $22,000-$87,000 (European countries and the United States) [3] [4] [5] [6] . Most aspects of AMI management have experienced dramatic changes throughout recent years, including patient characteristics, presentation, invasive procedures, medical therapy, and outcomes which overall have improved significantly [1, 7] . However, data dealing with healthcare resource utilization and expenditure are sparse and inconsistent [8, 9] . The aim of the current study was to evaluate the temporal trends in healthcare resource utilization and costs following AMI.
Methods

Study population
The current study included patients who survived the first year following hospitalization with an AMI (index admission) throughout 1.1.2002-31.12.2012 in Soroka University Medical Center and who were members of one of the two largest insurers in Israel (Health Maintenance Organizations -HMOs): Maccabi Healthcare Services or (Maccabi) or Clalit Health Services (Clalit). For patients who suffered more than one AMI throughout the investigated period, the first event was considered as the index event.
Soroka University Medical Center is a tertiary referral center (~1200 beds), serving the metropolitan area of Beer-Sheva, Negev, southern Israel. This region comprises approximately 60% of the area of Israel and is inhabited by more than 500,000 residents, Jews over 60%. Thus, this hospital and its cardiology department face unique challenges: for example management of acute myocardial infarction transferred after thrombolytic therapy in Eilat (the most southern city in Israel), while all other cardiology departments in Israel can provide primary PCI services for STEMI.
The local ethics committees of the participating organizations approved the study, which was performed consistently with the Helsinki declaration.
Individual follow-up and study outcomes
The personal follow-up of the study participants began 1 year after the index admission (i.e. 1 year survivors) and lasted up to10 years (or until the participant's death). The follow-up period of the study ended in 31. 12.2015 . Evaluation of healthcare services utilization comprised the following: the length of in-hospital stay, all causes, number of emergency department (ED) visits not resulting in hospital admissions, number of primary care and outpatient clinic visits and other ambulatory services (e.g. various ambulatory diagnostic or therapeutic procedures). In addition, the per-patient total cost was estimated by summing the costs of all the utilized services.
Data sources and classifications
Data were retrieved from the participating organizations' computerized medical records. The baseline data obtained from the hospitals' database included patient characteristics clinical evaluation and management as previously reported for the Soroka Acute Myocardial Infarction (SAMI-II) project [10] . Most variables were obtained using The International Classification of Diseases, Ninth Revision, Clinical Modification (ICD-9-CM) discharge codes (see Appendix for examples). Furthermore, the diagnosis of anemia was grouped together with low hematocrit and low hemoglobin blood levels at discharge as following: for men-hemoglobin < 13 g/dL and hematocrit < 39%; for women-hemoglobin < 12 g/ dL and hematocrit < 36%. Similarly, the diagnosis of renal diseases included high creatinine blood levels (at discharge) ≥1.2 mg/dL. The diagnosis of diabetes mellitus comprised high levels of Hemoglobin A1C (greater than 6.5%). Diagnoses of diabetes mellitus (DM) with complications were classified in accordance with the target of complications. In this way, the diagnoses of DM with renal manifestations were defined as renal diseases, the diagnoses of DM with peripheral circulation manifestations were grouped with peripheral vascular diseases. The remaining diagnoses of DM were assigned to DM with no recorded complications.
Adherence with medical therapy for the following guideline-recommended medications: Aspirin, statins, beta blockers and angiotensin-converting-enzyme inhibitors (ACEi) or Angiotensin II receptor blockers (ARBs). The adherence rate was calculated based on the issued prescriptions during the first year following hospital discharge and calculated consistently with the well described proportion of days covered (PDC) parameter [11] . Adherence (PDC) of 80% or more for all the evaluated medication groups was considered as adherent [12] [13] [14] [15] .
Utilization of the various healthcare services were obtained from the records of the insurers. Per-patient costs were obtained for the year before the index admission and for each year throughout the follow-up period thereafter. Costs were based on the rates set by the Israeli Ministry of Health. Costs were obtained in local currency (Israeli Shekel -[ILS]) and converted to United States Dollar (USD) based on currency exchange rates (1 ILS = 0.29 USD, 04.01.2020). In this context it should be mentioned, that primary clinic visits mainly refers to a physician-patient encounter while ambulatory visit includes various ambulatory procedures (analyses or treatments) which are charged differently by the HMOs.
Mortality data were obtained from the Ministry of the Interior Population Registry.
Patient-level data from the records of the abovementioned authorities were linked through the individual personal identification number.
Statistical analysis
Statistical analyses were performed with IBM SPSS Statistics 25 software. Baseline characteristics of the study cohort were presented as mean and standard deviation (SD) for continuous variables and n/percent for categorical data. Healthcare service utilization and their costs were calculated for every year throughout 2003-2015 and are presented as mean and SD. Comparisons of the investigated outcomes between the years throughout the study period were performed using Analysis of variance (ANOVA) test for linear trend in the univariate level. In addition, generalized estimating equations (GEE) were built separately for each investigated outcome, for the purpose of controlling for repeated measures for each patient. Three level models for each outcome were built. The first level model ("unadjusted") included the variable of the study year only. The second level model included the variable of the study year and the personal time following the AMI (follow-up period). The third level model included all the above variables in addition to the patients' baseline characteristics, healthcare service utilization 1 year before AMI and adherence with medical therapy during the first year after AMI. The results of the models are presented as the coefficients (B) with Standard errors (SE) and 95% confidence intervals (CI). For each test, two-sided p < 0.05 was considered significant.
Results
Baseline characteristics
Throughout 2002-2012 a total of 12,535 patients were admitted with an AMI and screened for the current study. Overall 8047 patients qualified for the study (mean age 64.96 ± 13.58), as the rest were excluded for the following reasons: 2293 (18.3%) were not insured by the HMOs participating in the study, 930 (8.9%) died during the index admission, amongst the survivors of the index AMI an additional 1265 (13.2%) died during the first follow-up year and thus were excluded from the study. A flowchart displaying the number of patients as well as inclusion and exclusion for each year is presented in Fig. 1 . Baseline characteristics of the patients by study year are presented in Table 1 .
Throughout the later study years, patients' age was lower and the rate of male patients was greater compared with earlier years. The prevalence of most traditional cardiovascular risk factors increased (except diabetes mellitus) while the prevalence of most other investigated comorbidities decreased over time. Throughout the later period the rates of STEMI -ST segment elevation myocardial infarction (STEMI) and of 3-vessel or left main coronary artery disease decreased as well. However, the rate of invasive treatments (Percutaneous coronary intervention or/and Coronary artery bypass surgery [PCI/CABG]) has increased. The rate of adherence with medical therapy during the first year after AMI has improved significantly over time.
Trend of healthcare resources utilization and costs after AMI
Healthcare resource utilization and costs by study year are displayed in Fig. 2 . Throughout the investigated decade the mean length of in-hospital stay and the number of primary care visits decreased significantly (6.65 days 2003 vs. 1.63 days 2015 and 15.6 vs. 11.1 respectively; p for trend < 0.001 for each). During the same period, the mean number of ED visits, consultant visits and ambulatory visits increased significantly (0.03 vs. 0.34, p for trend < 0.001; 1.2 vs. 1.5, p for trend < 0.001; 6.2 vs. 9.0, p for trend = 0.005 respectively). Mean total costs decreased throughout the investigated period (4579 vs. 3018 USD, p for trend < 0.001).
Multivariable analysis
The results of the multivariable models for each investigated outcome are presented in Table 2 . The first level models ("unadjusted") show an increased number of ED, ambulatory and consulting clinic visits, while the yearly length of hospital stay, number of primary care visits and the annual total cost decreased during the study period. The second level model, adjusting for time following AMI, shows an increase in the number of ED visits and a decrease in all other parameters. Finally, the third level model which included all variables in addition to patients' baseline characteristics, healthcare service utilization 1 year before AMI and adherence with medical therapy during the first year after AMI, shows a significant decrease in the length of hospital stay, primary care visits and consultant visits, while the yearly number of ED visits has increased and no significant change was observed in the ambulatory visits. No statistically significant difference was found in the adjusted total costs in the third level model. Table 1 The baseline characteristics of the study population by study year   Year  2003  2004  2005  2006  2007  2008  2009  2010  2011  2012  2013  2014  2015  p for  trend  n  426  1233  1822  2491  3111  3695  4211  4664  5067  5482  5650  5223  2115 Demographics Table 1 The baseline characteristics of the study population by study year (Continued)
Year 2003  2004  2005  2006  2007  2008  2009  2010  2011  2012  2013  2014  2015  p for  trend  n  426  1233  1822  2491  3111  3695  4211  4664  5067  5482  5650  5223  2115 Admitted 
Discussion
The current study investigated temporal trends in healthcare resource utilization throughout more than a decade (2003-2015) among post-AMI patients. Main findings include: throughout the investigated period utilization of most health-care resources, particularly the length of hospital stay and primary clinic visits have decreased. However, a major increase in ED visits was observed. The unadjusted healthcare expenditure has decreased throughout the study period. When this analysis is adjusted for potential confounders no statistically significant change in total cost was observed. It has been widely described that AMI survivors are prone to increased morbidity (compared to matched general population), healthcare services utilization and economic burden which seem to be exceptionally high throughout the first year after the AMI followed by some subsequent decline [2] [3] [4] [5] 16] . We found a significant attenuation in the length of hospitalizations and ambulatory services utilization throughout the last decade yet an increase in the rate of ED visits and no change in total cost. This finding is consistent with the findings of Chen et al. [17] that showed a decrease in hospitalization of AMI patients (for heart failure) in Medicare beneficiaries 1998-2010 and with those of Chaudhry et al. [18] who reported a decline in the rate of recurrent AMI hospitalization between 1999 and 2000. Likosky et al. [9] ,who investigated readmission rate within the first year following AMI, found no difference throughout 1998-2008. Importantly, our analysis includes all hospitalizations rather than those for a particular cause, while previous reports showed that about 30% of readmissions are for reasons unrelated to the original condition [19] . In partial consistency with our findings, a recent report from the US found significant differences across the country and between different Table 1 The baseline characteristics of the study population by study year (Continued )   Year  2003  2004  2005  2006  2007  2008  2009  2010  2011  2012  2013  2014  2015  p for  trend  n  426  1233  1822  2491  3111  3695  4211  4664  5067  5482  5650  5223 services, in ambulatory and outpatient resource utilization and expenditure following hospital discharge with an AMI (31-180 days) between 1999 and 2014 [20] . The current study was not designed to determine the causes for the observed time dependent changes. However, several reasons can be suggested to explain the decline in hospitalizations and primary medicine services utilization. First and foremost, introduction of evidence based treatments in the acute phase management incorporated into AMI guidelines, improvements in the timeliness, and in particularly the use of invasive revascularization treatments as also observed in the current study [21, 22] . Furthermore, significant improvements have been reported in secondary prevention treatments and post discharge management including control of risk factors, the use of guideline recommended medications and rehabilitation [18, 23] . Improved post-discharge adherence with guideline recommended therapies, as observed in the current study, is also an important factor which has previously been reported to be associated with reduced healthcare resources utilization [14] . It should be mentioned that individual long-term healthcare resource utilization tends to decrease after the first year post AMI [16] .
However, this individual decline does not seem to be a prominent explanation for the observed trend in the current study, since an adjustment for the time from the index AMI (the second level models) was performed.
A trend of increase in ED visits was observed throughout the years, consistent with previous reports [20] . This disparity in the trends of ED utilization and the other resources could possibly be attributed to increased awareness and caution by the AMI survivors and their healthcare providers to complaints that could be related to an acute cardiac condition. Alternatively insufficient availability of outof-hospital services could all also cause increased frequency of ED visits [24] . Furthermore, the exceptionally greater increase in the ED visits overtime should be a focus of further investigation and intervention; for example, dedicated high quality out of hospital services with utilization of high sensitivity troponin point-of-care essays or the establishment of chest pain unit for such patient. In addition, a trend of increased age, increased prevalence of cardiovascular risk factors and other comorbidity were reported among AMI patients. The latter trends could counter-balance a trend of reduction and support a trend of increase in healthcare resources (e.g. ED visits) utilization [25, 26] . Total annual healthcare expenditure found in this study is lower than that reported in other studies [9] [10] [11] [12] . This disagreement is probably due to differences in healthcare and insurance systems and the methodology for estimating healthcare expenditure. The unadjusted (the first level model) and the adjusted to time from AMI (the second level model), total cost has shown a significant trend of decrease throughout the evaluated decade. However, following adjustment to multiple potential confounders in a multivariate model (the third level model) we did not find statistically significant differences in overall healthcare expenditure throughout the investigated time period. The latter findings probably mean that the unadjusted decrease in costs is explained by the changes in patient characteristics, administered treatments (e.g. increase in interventional therapy) and improvement in adherence with medical therapy. A previous report, [9] found an increase of 16.5% in the healthcare expenditure per AMI patient between the years 1998-2008 in the US. Interestingly, the authors found that expenditures for skilled nursing facilities, hospice, home health agency, durable medical equipment, and outpatient care nearly doubled during the period of 31-365 days after admission. The differences can stem from different study periods, adjustment to confounders as well as differences in healthcare systems. A recent report that evaluated expenditure on Medicare beneficiaries 180 days following AMI in four time periods 1999-2000, 2004, 2008 and 2013-2014) found that expenditure increased 13.9% from 1999 to 2000, and 2013,-2014, but declined 0.5% between 2008 and 2013-2014 [20] . It should however be mentioned that excluding patients that died throughout the first year might have resulted in underestimation of costs since treating these patients is usually associated with increased expenditure [16] . This possibly had an impact over the temporal trend of costs, especially when considering the trend of improvement in short term survival observed during the study period [7] .
Our findings should be discussed considering several important characteristics of the Israeli health care system. Israel has a national health insurance financed predominantly via progressive taxation and includes four competing, non-profit health plans (HPs) which provide a broad package of services determined by the government [27, 28] . The HPs provide care in the community and purchase hospital services for their members. Nevertheless, approximately 40% of health care expenditure is financed privately. Access to primary care physicians and community-based specialists is good overall (travel and waiting times), although in some areas and populations (e.g. Israeli Arabs) it could be insufficient resulting in excessive use of hospital services. The occupancy rates of Israeli hospitals is one of the highest among the Organization for Economic Co-operation and Development (OECD) countries (greater than 90%) while the length of stay is one of the shortest (around 4 days) [27, 28] . Furthermore, hospital pricing system is considered outdated and limits their reimbursement while pricing of novel procedures and technologies and rising.
Limitations
The current study has several limitations. First, the study is retrospective and based mostly on administrative data (e.g. ICD-9-CM codes) hence prone for bias resulting from such a design such as recording bias. Furthermore, such a design also does not enable identification of the causes for the observed trends. Second, patients from only one hospital with unique characteristics, population mix and from a unique region in Israel were evaluated hence generalizability is limited. Third, differentiation of cardiovascular from non-cardiovascular related healthcare services utilization was not performed. Fourth, out of pocket expenses were not evaluated thus true costs are probably higher. Fifth, it is possible that unaccounted changes, not directly related to the AMI, in patients' health throughout the individual follow-up might have led to changes in health care utilization.
Conclusions and implications
The current study investigated temporal trends in healthcare resource utilization and costs in post-AMI patients throughout 2003-2015. The study shows a significant decrease in the length of the in-hospital stay and ambulatory services utilization with an increase in ED visits. Total costs (unadjusted or adjusted for the time following AMI), have declined. However, following adjustment for a variety of potential confounders no significant trend was found. Further and more comprehensive studies evaluating such trends, mechanisms and causes behind the observed findings, as well as the association between hospital services utilization and ambulatory utilization of healthcare services and costs in general and in subgroups of interest, are warranted, in order to improve resource allocation, patient outcomes and maximize cost-effectiveness in the longterm management of AMI patients. Nevertheless, even with current findings we believe that more resources and attention should be shifted towards ambulatory follow-up focusing on secondary prevention measures (i.e. optimal control of risk factors and prudent, cost-effective, early detection of subsequent and recurrent manifestations of atherosclerosis), particularly in high risk patients. Furthermore, we recommend reinforcing out of hospital measures for high quality chest pain evaluation such as a dedicated service, for chest pain evaluation (e.g. outpatient chest pain units) with high sensitivity troponin point-of-care essays and non-invasive coronary evaluation tests that would reduce ED visits and in-hospital evaluations.
